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Sir: 



DECLARATION OF DR. BRIAN T. O^NEILL 



I, BRIAN T. O'NEILL, hereby declare and state: 

1. I am a nanned inventor on the above-entitled patent application. 

2. I am also the Brian T. O'Neill named as an inventor on WO 94/13663 
("Howard"). 

3. The followmg compounds fall within the Howard reference and were tested by 
me or under my direct supervision and control for reversal of induced foot tapping in 
gerbils. This technique is indicative of substance P antagonism. It is variously described 
in Smith et al. Jour. Pharm. Exp. Therap . 298, 3, 1252-1259, 2001; and N. M. J. Rupniak 
ei al, (1995) 116, 1937-1943 British Journal of Pharmacology . 

Compound 1: 

(6-Methoxy-2-phenyJ-bcn2othiazol-5-ylmethyl)-(2-phenyl-piperidin-3-yI)-amine 



Compound 2: 

(6-Methoxy'2-methyl-benzothia2ol-5-ylmethyl)-(2-phenyl-piperidin-3-yl)-amine 
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Compound 3: 

6-MethoxyO-methyl-5-[(2-phenyl-piperidin-3-ylamino)-nieihyl]-3H-ben^ 

Dosage was 1 mg / kg (body weight). Time of measurement was 0.5 hr after 
administration. 

4. The following compounds fall within the claims of the above-entitled patent 
application and were tested as stated in Paragraph 3 above. 

Compound 4: 

6-Meihoxy-3-methyl-5-[(2-phcnyl-piperidin-3-ylamino)-methyl]-l,la,3,7b-tetrahydro-3- 
a2a-cyclopropa[a]naphthalen-2-one 

Compound 5: 

6-Melhoxy-3-methyl-5-[(6-methyi-2-phenyl-piperidin-3-ylamino)-methyl]-l,la,3,7b- 
ietrahydro-3-aza-cyclopropa[a]naphthalen-2-one 

Compound 6: 

5-[(6-Ethyl-2-phenyl-piperidin-3-ylamino)-methyl]-6-methoxy-3-methyl-l,la,3.7b- 
tctrahydro-3-a2a-cyclopropa[a]naphthalen-2-one 

Dosage was 0.32 mg / kg (body weight). Time of measurement was 0.5 hr after 
administration. 

5. Results were as follows 

Howard % reversal 

Compound 1 34% 

Compound 2 1% 

Compound 3 0% 
Invention 

Compound 4 74% , 

Compound 5 67% 

Compound 6 100% 
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6. I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or both under Section 1001 of 
Title 18 of the United States Code and that such willful false statements may jeopardize 
the validity of the application or any patent issued thereon. 

Respectfully submitted, 

Date: l"^" ^ ^ Lj^4^ T 

Brian T. O'Neill 




Pfizer, Inc 

Patent Department, 5th Floor 

150 East 42nd Street 

New York, NY 10017-5755 
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